WO 2004/056319 



PCT/US2003/040745 



WHAT IS CLAIMED IS: 

1 . A compound of Formula I: 




(R 4 )„ 



5 wherein 

Q is selected from the group consisting of C2-C3 alkylene, C2-C3 
alkenylene and C2-C3 alkynylene; 

W is selected from the group consisting of O, S, and N, wherein: 
when W is O or S, then q is zero; and when W is N, then q is one; 
10 R 1 is selected from the group consisting of aryl, substituted aryl, 

heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic; 

R 2 is selected from the group consisting of hydrogen, alkyl, cycloalkyl, 
aryl, aralkyl, heteroaryl, heteroaralkyl and heterocyclic; 

R 3 and R 3 ' are independently selected from the group consisting of 
15 hydrogen, alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, 

substituted alkynyl, aryl, substituted aryl, cycloalkyl, substituted cycloalkyl, 
heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic, or R 3 
and R 3 ' together with the nitrogen atom to which they are attached form a 
heteroaryl, substituted heteroaryl, heterocyclic, or substituted heterocyclic; 
20 each R 4 is independently selected from the group consisting of alkyl, 

amino, substituted amino, cycloalkyl, alkoxy, aryl, heteroaryl, heterocyclic, acyl, 
halogen, nitro, cyano, hydroxy, carboxy, -C(0)OR 10 wherein R 10 is alkyl, 
substituted alkyl, aryl, or substituted aryl, and -C(0)NR n R 12 wherein R n and R 12 
are independently selected from the. group consisting of hydrogen, alkyl, aryl, 
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cycloalkyl, heteroaryl, and heterocyclic, or R 11 and R 22 together with the nitrogen 
atom to which they are joined form a heteroaryl, substituted heteroaryl, 
heterocyclic a substituted heterocyclic group; 

n is an integer of from 0 to 3; 

q is an integer equal to 0 or 1; 

or pharmaceutical^ acceptable salts, prodrugs or isomers thereof. 

2. The compound according to Claim 1 wherein R 1 is selected from 
the group consisting of phenyl; naphth-l-yl; 5-dimethylaminonaphth-l-yl; 
2-fluorophenyl; 2-chlorophenyl; 2-cyano-phenyl; 2-methylphenyl; 2-nitrophenyl; 
2-trifluoromethylphenyl; 3-chloro-phenyl; 4-methylphenyl (tolyl); 
2,5-dibromophenyl; 4-bromo-2-ethylphenyl; 4-bromo-2-trifluoromethoxyphenyl; 

2.3- dichlorophenyl; 2,4-dichlorophenyl;3,4-dichlorophenyl; 2,5-dichlorophenyl; 
3,5-dichlorophenyl; 2,6-dichloro-phenyl; 2-chloro-4-cyanophenyl; 

A 

2-chloro-4-fluorophenyl; 3-chloro-2-methylphenyl; 2-chloro-6-methylphenyI; 
5-chloro-2-metboxyphenyl; 2-chloro-4-trifluoromethyl-phenyl; 

2.4- difluorophenyl; 5-fluoro-2-methyl-phenyl; 2,5-dimethoxyphenyl; 
2-methoxy-4-methylphenyl; 2-methoxy-5-bromophenyl; 
2-methoxy-5-methylphenyl; 2,5-dimethylphenyl; 2-methyl-5-nitrophenyl; 

3.5- di(trifluoromethyl)phenyl; 4-bromo-2,5-difluorophenyl; 2,3,4-tricMorophenyl; 
2,4,5-trichlorophenyl; 2,4,6-trichlorophenyl; 2,4-dichloro-5-methylphenyl; 
4-chloro-2,5-dimethylphenyl; 2,4,6-tri(w<?)propyl-phenyI; 2,4,6-trimethylphenyl; 
2,3 ,5-trimethyl-4-chlorophenyl; 2,3,6-trimethyl-4-methoxyphenyl; 
2,3,4,5,6-pentamethylphenyl; 5-chloro-l ,3-dimethylpyrazol-4-yl; 

2-methoxy carbonyl-thiophen-3-yl ; 2, 3-dimethyl-imidazol-5yl ; 
2-methylcarbonylamino-4-methyl-thiazol-5-yl; quinolin-8-yl; thiophen-2-yl; 
l-methylimidiazol-4-yl; 3,5-dimethyIisoxazoI-4-yI; N-morpholino; 
2,3, 4-trifluoro-phenyl; 2 , 4-dichloro-3-metbylphenyl ; 

2,4-dimethyl-5-chlorophenyl; 2-chloro-5-methylphenyl; 2-methyI-4-fluorophenyI; 



117 



WO 2004/056319 



PCT/US2003/040745 



2- phenoxyphenyl; 3-(4-methyl-phenoxy)-phenyl; 3,4-difluorophenyl; 
3,4-dimethoxyphenyl; 3-chloro-4-fluorophenyl; 3-chloro-4-methylphenyl; 

3- methylphenyl; and 6-cMoro-5-bromopyrid-3-yl. 

5 3 . The compound according to Claim 2 wherein R l is selected from 

the group consisting of 4-chloro-2,5-dimethylphenyl and 2,3-dichlorophenyl. 

4. The compound according to Claim 1 wherein R 2 is hydrogen or 
methyl, or ethyl. 



10 



5. The compound according to Claim 1, wherein W is nitrogen and q 

is one. 



6. The compound according to Claim 5, wherein R 3 is selected from 
15 the group consisting of: 

amino, 

2- [AHa-ammoacetyl)piperid-4-yl] ethyl, 
4-aminobenzyl, 

2-[j\r-( l -amino- 1-methy lethy Icarbony l)piperid-4-yl] ethyl , 
20 2-(4-aminophenyl)ethyl, 

2-aminothiazol-5-ylmethyl, 
(2-ammopyrid-4-yl)methyl, 

benzyl, 
2-bromoethyl, 
25 1 -(S)-carboxamide-2-(indol-3-yl)ethy 1 , 

carboxamidemethy 1 , 
l-carboxamide-2-(S)-methyl-butyl, 
l-(S)-carbamyol-2-(phenyl)ethyl, 
1 -(R)-carboxamide-2-(pheny l)ethy 1 , 
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4-carboxybenzy 1 , 
2-chloroethyl, 
cyanomethyl, 
2-(4-cyanophenyl)ethyl, 
5 2-(4-cy anopheny 1)- 1 -(R)-(pyrr olidin-Af-y lcarbony l)ethy 1 , 

2-(4-cy anopheny 1)- 1 -(S)-(py rrolidin-JV-y lcarbony l)ethy 1 , 
cyclohexyl, 
cy clohexy lmethy 1 , 

2-(A r -cyclopropylpiperidin-4-yl)ethyl, 
1 0 2-(AT-cyclopropylpiperidin-4-yl)- l-(R)-(pyrrolidin-A^-ylcarbonyl)ethyl, 

1-(R)-1 ,3-di(benzyloxycarbonyl)propyl, 

1- (S)-1 ,3-dicarboxamidepropyl, 
(2-dimethy lamino) ethyl , 

2- [4-(N, A^dimethylaminojphenethyl, 
1 5 3-(dimethylamino)propyl , 

1- (S)-ethoxycarbonylethyl, 

2- ethoxyphenyl, 
ethyl, 

1 -(R)-( 1 - AT-ethylaminocarbony l)-4-amino-n-buty I , 
20 1 -(S)-( 1 -N-ethy laminocarbonyl)^-amino-7j-buty 1 , 

1 -(R)-( 1 -Af-ethy laminocarbony l)-5-(r-butoxy carbonylamino)pent-5-y 1 , 
1 -(S)-( 1 -Af-ethylaminocarbony l)-5-(f-butoxy carbonylamino)pent-5-yl , 
1-(R)~( 1-AT-ethy lammoc^^ 

1- (SM1-A^ethy laminocarbony 1)^-^ 

25 1 -(R)-( 1 -JV-ethy laminocarbony l)-5-(iV^-butoxy carbony lamino)-/x-pent-5-y 1 , 

1 -(S)-( 1 -Af-ethylaminocarbony l)-5-(N -/-butoxy carbony lamino)-/z-pent-5-y 1 , 
4-fluorophenethy 1 , 
hydrogen, 

2- hydroxy ethyl, 
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2-(4-hydroxyphenyl)- l-(SMmethoxy carbony l)ethyl, 
2-(4-hydroxyphenyl)- 1 -(S)-(isopropoxy carbony l)ethyl, 
2-(4-hydroxyphenyl)-l-(R)-(methoxycarbonyl)ethyl, 

2-(iV-hydroxypyrid-4-yl)ethyl, 
5 2-(imidazol-4-yl)ethyl, 

2-[4-(imidazolin-2-yl)pheny^ 
2-[4-(imidazolin-2-yl)phenyl]ethyl , 
2-(indol-3-yl)ethyl, 

2-(indol-3-yl)-l-(S)-(methoxycarbonyl)ethyl, 
1 0 2-(indol-3-yl)- l-(R)~(methoxycarbony l)ethyl , 

/^-propyl, 

l-(R)-(isopropoxycarbonyl)-2-(phenyl)ethyl, 

4-(methoxy carbony l)benzy 1 , 

1- (R)-(methoxycarbonyl)ethy 1 , 

« 

1 5 methoxy carbony lmethyl , 

methoxy carbony lpheny lmethy 1 , 

2- methoxy ethyl, 

l-(R)-(methoxcarbonyl)-2-(N-methylpiperidin-4-yl)ethyl, 

1- (RHmethoxycarbonyl)-2KN-meto^^ 

20 2-methoxyphenyl, 

1 -(R)-(methoxy carbony l)-2-py rid-4-y l)ethy 1 , 

methyl, 

2- [4-(methylcarbonylamino]phenethyl, 
2-(4-methy lpiperazin- 1 -y l)ethy 1 , 

25 2-(A^methylpiperidin-4-yl)ethyl, 

(iV-methy lpiperidin-2-y l)methy 1 , 
2-(AT-methy lpiperidin-2-y l)ethy 1 , 
2-(AT-methylpiperidin-3-yl)ethyl, 
2-(AT-methy lpiper idin-4-y l)ethy 1 , 
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2KMmethylpiperidin^-yl)-l-(R). (pyn . olid ^. yl ^ bonyI)ethyI) 

2-[(Mmethyl)pyrrohdin-2-yl]ethyl, 

2-(A^-methyl-l,2 J 5,6-tetrahydropyrid-4-yl)ethyl, 

2- (Mmethyl-l,2,5 > 6-tetrahydropyrid-4-yl)-l-(R)-(pyrrolidiii-Ar- 
ylcarbonyl)ethyl, 

3- (2-methylthiazol-5-yl)-pyrazol-5-yl, 
2-(N-morpholino)ethyl, 

w-hexyl, 

4- nitxobenzyl, 

phenethyl, 

l-(R)-phenylethyl, 

l-(S)-phenylethyl, 
phenyl, 

4-phenylbutyl, 

1 -(R)-2-pheny lcarboxy ethyl , 

1 -(R)-2-pheny 1- 1 -(methoxy carbonyl)ethyl , 

1 -(S)-2-phenyl- 1 -(methoxycarbonyl)ethy 1, 

3-phenyl-n-propyl, 

2-(phenyl)-l-(S)-(pyrrolidin-^-ylcarbonyl)ethyl, 
2-(piperidin-Af-yl)ethyl, 

2-(piperidin-2-yl)ethyl, 
2-(piperidin-3-y l)ethy 1 , 
2-(piperidin-4-yl)ethyl, 
(piperid- 1 -yl)carbony lmethyl , 
py razin-2-y Imethy 1 , 
2-(pyrid-2-yl)ethyl, 
2-(pyrid-3-yl)ethyl, 
2-(py rid-4-yl-)ethy 1 , 
(pyrid-2-yl)methyl, 
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(pyrid-3-yl)methyl, 
(pyrid-4-yl)methyl, 
2-[N-(pyrid-4-yl)]piperidin-4-yl]ethyl, 
2-[N-(pyrid-3-yl)piperidin-4-yl)]ethyl, 
5 2-[A/-(pyrid-2-yl)piperidin-4-yl]efliyl, 

2-[A/-(4-methylpyrid-2-yl)]piperidin-4-yl]ethyl, 
2-[A'-(3-methylpyrid-2-yl)]piperidin-4-yl]ethyl, 
2-(pyrid-4-yl)-l-(R)-(pyrroUdin-iV-ylcarbonyl)ethyl, 

l-(R)-(pyrrolidin-N-ylcarbonyl)-5-anaino-n-pentyl, 
1 0 i-(S)-(pyrrolidin-N-ylcarbonyl)-5-amino-n-pentyl, 

l-(R)-(pyrrolidin-N-ylcarbonyl)-2-(4-biphenyl)ethyl, 

1 -(S)-(py rrolidin-N-y lcarbonyl)-2-(4-bipheny l)ethy 1 , 

1 -(R)-(pyrrolidin-iV-ylcarbony l-2-(4-iodopheny l)ethyl , 

1- (S)-(pyrrolidin-N-ylcarbonyl-2-(4-iodophenyl)ethyl, 

1 5 i_(R)-(pyrrolidin-iV-carbonylH^butoxycarbonylamino)-n-butyl, 

1 -(S)-(py rrolidin-iV-carbony l)-4-(*-butoxy carbony lamino)-n-buty 1 , 
l_(S)-(pyrroUdin-N-ylcarbonyl)-2-[4-(2-imidazolin-2-yl)phenyl]ethyl, 

2- (R)-(pyrrolidin-iV-ylcarbonyl-3-pheiiylprop-2-yl, 
l-(R)-(pyrrolidin-A^-ylcarbonyl)-2-[4-(N-methylpiperidin-2-yl) 

20 phenyl)]ethyl, 

l_(S)-(pyrolidin-A^ylcarbonyl)-2-[4KiV-methylpiperidin-2-l)phenyl)]ethyl, 

l-(R)-(pyrrolidin-N-ylcarbonyl)-2-[N-methyl-l,2,5,6-tetrahydro-pyridin-4 

y l)-phen-4-y l)]ethy 1 , 

l-(S)-(pyrroUdin-N-ylcarbonyl)-2-[N-methyl-l,2,5,6-tetrahydro-pyridin-4- 

25 yl)-phen-4-yl)]ethyl, 

l-(R)-(pyrrolidin-N-ylc^bonyl)-2-[4-(piperidin-2-yl)cyclohexyl)]ethyl, 

l-(S)-(pyrroUdin-AT-ylcarbonyl)-2-[4-(piperidin-2-yl)cyclohexyl)]ethyl, 

l-(R)Kpyrrolidin-A/-ylcarbonyl)-2-[N-(phenyl)piperidin-4-yl)]ethyl, 

l-(S)-(pyrrolidin-N-ylc^bonyl)-2-[N-(phenyl)piperidiii-4-yl)]ethyl, 
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l-(R)-(pyrrolidin-^ 

l-(S)-(pyiroUdinW-ylcarbonyl)-2-[N-(pyridin^yl)pi^ 
l-(R)-(pyrrolidm-^ 

l-(S)-(pyiToUdin-Ar-yIcart^^ 

l-(R)-(pyiroUdin-A^ylcarbonyl)-2-[4-(pyrid-2-yl)phen^ 
l-(S)-(pyrrolidin-A^ylc^ 

l-(R)-(pyrrolidin-Atyl^^ 
HSMpyrrolidm-AT-yl^ 

l-CR)-(pyrrolidin-A^ylcarbonyl)-2-[4-(A^r-butoxycarbo 
yl)phenyl]ethyl, 

HSMpyrrolidin-Atyl^^ 
yl)phenyl]ethyl, 

1- (S)-(f-butoxycarbonyl)-2-(4-hydroxyphenyl)ethyl, 
3 -/-butoxy carbony 1- 1 -methoxy carbony Ipropy 1 , 

2- [A^(r-butoxycarbonylmethyl)piperid-4-yl]ethyl, 
2-[l-(r-butoxycarbonylmethyl)piperid-4-yI)]ethyl, 
l-(S)-(/-butoxycarbonyl)-3-methyIpropyl, 

1- (R)-(r-butoxycarbonyl)-3-methylpropyl, 
1 -(R)-(r-butoxycarbonyl)-2-(phenyl)ethyl, 

2- (A^/-butoxycarbonylmethyl)pyridin-4-yl-ethyl, 
1 -R-(N-pyrrolidiny lcarbon-y l)-2-(4-pyridyl)ethyl , 
1 -S-(N-pyrrolidiny lcarbon-y l)-2-(4-py ridy l)ethyl , 
1 -R- 1 -(N-piperidinylcarbonyl)ethyl, 

1 -S- 1 -(N-piper idiny lcarbony l)ethy I , 

l-R-l-methyl-2-(N-piperidinyl)ethyl, 

l-S-l-methyl-2-(N-piperidinyl)ethyl, 

1 -R- 1 -methy l-2-(4-methy lpiperazin- 1 -y l)ethy 1 , 

l-S-l-methyl-2-(4-methylpiperazin-l-yl)ethyl, 
-methoxy carbonylbenzy 1 , 
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l(R)-l-[4-methylpiperaziiiylcarbonyl]ethyl, 
1 (S)- l-[4-methylpiperazinylcarbonyl]ethyl, 
2-(NK5-methyl-pyrinndin^-y^ 
2-(N-(py r imidin-4-y l)-piperidin-4-y l)ethy 1 , 
5 2-(N , N-dimethylpiperidin-4-y l)ethyl , 

2-[4-(piperidinylmethyl) phenyl]ethyl, 

2-oxo-5-phenyl-2,3-dihydro-lH-benzo[e][l ,4]diazepin-3-yl, and 
4- [ 1 -(py rid-4-y l)-piperazin-4-y l]pheny 1 . 



10 

7. The compound according to Claim 5, wherein R 3 ' is selected from 
the group consisting of hydrogen, methyl, ethyl, wopropyl, 2-methoxy ethyl, and 
py rid-3 -y lmethy 1 . 

15 8. The compound according to Claim 5, wherein R 3 ' is hydrogen. 

9. The compound according to Claim 5 wherein q is zero and W is 
oxygen or sulfur. 

20 10. The compound according to Claim 5, wherein R 3 and R 3 ' are 

joined, together with the nitrogen atom to which they are bound, to form an 
optionally substituted heterocyclic group. 

11. The compound according to Claim 10, wherein said optionally 
25 substituted heterocyclic group is selected from the group consisting of 

4-(2-aminoethyl)-piperidin- 1-yl; 4-[2-(N-^-butoxycarbonylamino)-ethyl]piperidin- 
1-yl; l-(pyridin-2-yl)piperazin-4-yl; N-morpholino; 2-methylpiperid-N-yl; 
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2- (S)-carboxamide-pyrrohdin-N-yl; 2-(R)-hydroxy-5-(S)-methoxycarbonyl- 
pyrrolidin-N-yl; 2-(R)-methoxycarbonyl-pyrrolidin-N-yl; 2-(S)-methoxy- 
methylpyrrolidin-l-yl; 3-(R)-(/-butoxycarbox-amido)pyrrolidin-N-yl; 

3- carboxamidepiperid-N-yl; 3-hydroxypyrrolidin-N-yl; 4-acetylpiperazin-l-yl; 
5 4-hydroxypiperid-N-yl; and 4-methylpiperazin-l-yl. 

12. The compound according to Claim 1, wherein n is zero and each 
R 4 is hydrogen. 



10 13. The compound according to Claim 1, wherein n is an integer from 

1 to 3. 



15 



14. The compound according to Claim 13, wherein is 2 and each R 4 is 
independently selected from the group consisting of fluoro, chloro and methyl. 



15. The compound according to Claim 1 which compound is 
represented by formula Ha: 



20 



R 1 — SO^ ^R2 




R5 



n 



and pharmaceutical^ acceptable salts thereof. 



16. A compound according to Claim 15 which is selected from the 
25 group consisting of: 
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3-[2'-{(4"-chloro-2" ,5 "-dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N41-(R)-l-(N°-pyrroUdinylcarbonyl)-2K4-pyridyl)eth-l-yl]propionamide(l); 

3-[2'-{(4 ,, ^Wo^o-2^5 n ^imethylbenzene)-N'-IIlethylsulfonamido}-phenyl]- 
5 N-[2-(N"-methylpiperidin-4-yl)eth-l-yl]propidnamide (2); 

3_[2'-{(4 " -cbloro-2 " ,5 " -dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[l-(R)-l-(N"-piperidinylcarbonyl]eth-l-yl]propionamide (3); 

10 3.p'-{(4 ,, ^Woro-2\5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[l-(S)-l-(N"-piperidinylcarbonyl]eth-l-yl]propionamide(4); 

3_[2'-{(4"-cMoro-2%5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N42-{N ,, K4-methylpyrid-2-yl)}piperidin-4-yl]eth-l-yl]propion-amide(5); 

3-[2'-{(4"-cmoro-2%5 ,, -dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[l-(R)-l-(N"-pyrrolidinylcarbonyl)-2-(4-pyridylphen-4-yl)eth-l-yl] 

propionamide (6); 

20 3-[2'-{(4"-chloro-2" ,5 n -dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 

N-[(2-N"-piperidinyl)eth-l-yl]propionamide(7); 

342'-{(4 ,, -cWoro-2\5 ,, ^imethylbenzene)-N'-methylsiUfoiiainido}-phenyl]- 
N-[(2-pyrid-4-yl)eth-l-yl]propionamide (8) ; 

3_[2'-{(4 ,, ^Woro-2\5 ,, ^imethylbenzene)-N'-methylsulfonamido}-plienyl]- 
N-[2-{N"-{(2-pyridyl)piperidin-4-yl}eth-l-yl]propionamide(9); 

3-[2'-{(4"-chloro-2\5"Klimethylbenzene)-N'-me11iylsulfonamido}-phenyl]- 
30 N-[2-(N"-ethylpiperidin-4-yl)eth-l-yl]propionamide (10); 

3_[2'-{(4 n -cmoro-2\5"^imethylbenzene)-N'-methylsulfonamido}-pb.enyl]- 
N-[l-(S)-l-methyl-2-(N"-piperidinyl)eth-l-yl]propionamide(ll); 

35 3_[2'-{(4"^Woro-2\5 , '^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[2-{N''-(pyrid-4-yl}piperidin-4-yl)eth-l-yl]propionainide(12); 

3_[2'-{(4"-cmoro-2 n ,5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[l-(R)-l-methyl-2-(N"-piperidinyl)eth-l-yl]propionamide (13); 

3-[2'4(4 ,, -cmoro-2%5 ,, ^imethylbenzene)-N'-methylsiilfonamido}-phenyl]- 
N-[2-{N"-(2-methylpyrid-4-yl}piperidin-4-yl)eth- l-yl]propion-amide (14) ; 



25 



40 
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3-[2'-{(4"^moro-2'\5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[l -(S)- l-methyl-2-(4-methylpiperazin- l-yl)eth- l-yl]propion-amide (15) ; 

342'-{(4"^hloro-2'\5 ,, ^imethylbenzene)-N'-methylsulfonaiiiido}-phenyl]- 
N-[ 1 -(R)- 1 -methyl-2-(4-methylpiperazin- l-yl)eth- 1 -yljpropionamide (16); 

342'-{(4 n -cMo^o-2^5 n -dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-methyl-N-2-(N"-methylpiperidin-4-yl)eth- 1 -yl]propionamide (17) ; 

342'-{(2\3 n KiicMorobenzene)-N'-methylsvdfonarnido}phenyl]-N-metliyl- 
N-2-[(N"-methylpiperidin-4-yl)eth-l-yl]propionamide (18); 

3-[2'-{(2\5''^imethyM"^hlorobenzene)-N'-methylsulfonainido}-plienyl]- 
N-[(a-(R,S)-methoxycarbonyl)benzyl]propionamide (19) ; 

3-[2'-{(2 " , 3 " -dichlorobenzene)-N'-methylsulfonamido}phenyl]-N-N-[(a- 
(R,S)-methoxycarbonyl)benzyl]propionamide (20); and 

3-[2'-{(4"-chloro-2 " ,5 "-dimethylbenzene)-N'-ethylsulfonamido}-phenyl]- 
N-[2-(N"-ethylpiperidin-4-yl)eth- l-yl]propionamide (21) ; 

3-[2'-{(4 ,, ^moro-2%5"^imethylbenzene)sulfonamido}-phenyl]-N-[2-(N''- 
methylpiperidin-4-yl)ethyl]propionamide (66) ; 

3-[2'-{(2 ",3 M -dichlorobenzene)sulfonamido}-phenyl]-N-[2-(N"- 
methylpiperidin-4-yl)ethyl]propionamide (67) ; 

3-[2'-{(4 ,, ^Mo^o-2^5"^imethylbenzene)-N'-methylsulfoIlamido}-phenyl]- 
N-[1(R or S)-l-(4-methyl piperazinylcarbonyl)ethyl]propion-amide (68); 

3-[2'-{(4 w -cMoro-2'\5"-dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[1(S or R)-l-(4-methyl piperazinylcarbonyl)ethyl]propion-amide (69); 

3-[2'-{(4 n K:Moro^5"Klimethylbenzene)-^ 
N42-{N^(3-methylpyrid-2-yl)}piperidin-4-yl]ethyl]propion-amide (70); 

3-[2'-{(4 ,, ^hloro-2\5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N- [2-(N" , N"-dimetby lpiperidin-4-yl)ethyl]propionamide (71) ; 

3-[2'-{(4 "-chloro-2 \5 " -dimethylbenzene)sulfonamido}-4,5- 

dicMorophenyl]-N-methyl-N-[2-(N''-methylpiperidin^yl)ethyl]propionaim 
(72); 
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3_[2'-{(3"-methyl-2",4"-dichlorobenzene)sulfonainido}-4,5- 
dicmorophenyl]-N-methyl-N-[2-(N"-methylpiperidin^yl)ethyl]propionamide 

(73); 

5 3-[2'-{(4"-cmoro-2%5"Kiimethylbenzene)-N'-ethylsulfonamido}phenyl]-N- 
methyl-N-[2-[N"-(pyrid-2-yl)piperidin-4-yl]ethyl]propionamide (74); 

3-[2'-{(3 "-(4" n -methylphenoxy)benzene)-N'-methylsulfonamido}phenyl]- 
N-[2-(N"-methylpiperidin-4-yl)ethyl]propionamide (75) ; 

10 

3-[2'-{(4 , '-cMo^o-2^5 , '^iInethylben2ene)-N'-ethylsulfonamido}phenyl]-N- 
ethyl-N-[2-|>r n -(pyrid-2-yl)piperidin-4-yl]ethyl]propionarQide(76); 

3-[2'-{(4"-cWorcH2 n ,5 , 'Hiimethylben2ene)-N'-ethylsulfonamido}phenyl]-N- 
15 [2-oxo-5-phenyl-2,3-dihydro-lH-benzo[e][l ,4]diazepin-3-yl]propionamide (77); 

3_[2'-{(4"-chloro-2" ,5 n -dimethylbenzene)-N'-methylsulfonamido}-5,6- 
dicmorophenyl]-N-methyl-N-[2-(N''-methylpiperidin^-yl)ethyl]propionamide 

(78); 

20 

3-[2'-{(4"-cMoro-2'\5"^imethylbeiizene)-N'-metb.ylsulfonamido}-4,5- 
dichloropheny 1] -N-[2-(N"-methylpiperidin-4-yl)ethyl]propionamide (79) ; 

3- [2' - {(4 " -chloro-2 " , 5 " -dimethy lbenzene)-N' -methy lsulfonamido} -5,6- 
25 difluorophenyl]-N-mettiyl-N-[2-(N"-methylpiperidin-4-yl)ethyl]propionainide (80) ; 

3-[2'-{(4"-chloro-2 n ,5 M ^imethylbenzene)-N'-ethylsulfonamido}phenyl]-N- 
isopropyl-N-[2-(N"-methylpiperidin-4-yl)ethyl]propionamide (81) ; 

30 3-[2' - {(4 " -chloro-2 " ,5 " -dimethy lbenzene)-N'-methy lsulfonamido} -5 , 6- 

difluoropheny 1] -N-methyl-N-[2-(N"-methy lpiperidin-4-y l)ethyl]propionamide (82) ; 

3-memyl-3-[2'-{(4 ,, -cMo^o-2^5 ,, -dimemylbenzene)-N'-memylsulfonamido} 
phenyl]-N-[2-{N"-(pyrid-4-yl}piperidm-4-yl)emy^ 
35 (83); 

3-memyl-3-[2'-{(4"-cMoro-2\5 , '-dimemylbenzene)-N'-memylsulfonainido} 
phenyl]-N-[2-{N"-(pyrid-4-yl}piperidin-4-yl)ethyl]propionamide (Isomer A, of 
racemic mixture) (84); 

40 

3-memyl-3-[2'-{(4"-cmoro-2'\5 ,, -dimemylbeiizene)-N'-memylsulfonamido} 
phenyl]-N-[2-{N''-(pyrid-4-yl}piperidm-4-yl)emyl]propionamide (Isomer B, of 
racemic mixture) (85); 
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3-[2'-{(4"-methylbenzene)sulfonamido) phenyl]-N-[2-(N",N"- 
dimethylpiperidin-4-yl)ethy]]propionamide (86); 

3-[2'-{(3 "-chloro-4 "-methyIbenzene)sulfonamido}-phenyl]-N-r2-(N" N"- 
dimethylpiperidin-4-yl)ethyl]propionamide (87); 

3-[2'-{(2"-methyl-3 "-chlorobenzene)sulfonamido} phenyl]-N-[2-(N" N"- 
dimethyIpiperidin-4-yl)ethyI]propionamide (88); 

3-[2'-{(3 " ,4 "-dichlorobenzene)-N'-methylsulfonamido}-phenyl]-N-r2- 
(N",N"-dimethylpiperidin-4-yl)ethyl]propionamide (89); 

3-[2'-{(2"-fluorobenzene)sulfonamido} phenyl] -N-[2-(N",N"- 
dimethylpiperidin-4-yl)ethyl]propionamide (90); 

3-methyl-3-[24(4"^Mor^ 
pbenyl]-N-[2-(N''-methyIpiperidin-4-yl)ethyl]propionamide (91); 

3-[2'-{(4 "-chloro-2 ",5 "-dimethylbenzene) sulfonamido}-phenyl]-N-r2-(N" N"- 
dimethylpiperidin-4-yl)ethyl]propionamide (92); ' 

3-metbyl-3-[2'-{(4 n ^Wo^o-2^5"-dimethylben2ene)-N'- 

methyIsu]fonamido}-phenyI]-N-[2-{N''-(5-methylpyrid-2-yl)}piperidin-4- 
yljethyljpropionamide (93); 

3-[2'-{(2'\4"-dicmoroben2«ne)-N'-me%lsulfonainido}-phenyl]-N-[2- 
(N" ,N''-dimethylpiperidin-4-yl)ethyl]propionamide (94); 

3-[2'-{(4"-chloro-2%5 "-dimethylbeiizene)-N'-ethylsulfonamido}-phenyl]- 
N-[2-(N"-methylpiperidin-4-yl)ethyl]propionamide(95); 

3-[2'-{(4"-chloro-2 " ,5 "-<iimethylbenzene)-N'-ethylsulfonamido}-phenyl]- 
N-[2-(N w -methylpiperi(lin-2-yl)etbyIJpropioiiamide(96); 

3-[2'-{(4 n -chloro-2 " ,5 "-dimetbylbenzene)-N'-ethyIsulfonamido}-phenyll- 
N-[2-(N''-methylpiperidin-3-yl)ethyl]propionamide(97); 

3-[2'-{benzene-N'-metbylsulfonamido}-phenyl]-N-[2-(N",N"- 
dimethylpiperidin-4-yl)ethyI]propionamide (98); 

3-[2'-{(2" ,3 "-dichlorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
(N'%N''-dimethylpiperidin-4-yl)ethyl]propionamide(99); 
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5 



10 



25 



40 



3-[2'-{(2 M -chlorobenzene)-W^ 
dimethylpiperidin-4-yl)ethyl]propionamide (100); 

3-[2'-{(2 w -methylbenzen^ 
dimethylpiperidin-4-yl)ethyl]propionamide (101) ; 

3-[2'-{(3 "-cmorobenzene^N'-me 
dimethy lpiperidin-4-yl)ethy l]propionamide (102) ; 

3-[2'-{(3 "-methylbenzene)-N'-me^ 
dimethy Ipiperidin-4-y l)ethy Ijpropionamide (103) ; 



3-[2'-{(2" ,4" ,5"-trichlorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
1 5 (N" ,N''^imethylpiperidin^-yl)ethyl]propionamide (104); 

3-[2'-{(2" ,4 w -dichloro-5 "-methylbenzene)-N'-methylsulfonamido}-phenyl] 
N-[2-(N'\N''-dimethylpiperidin^-yl)etliyl]propionainide (105) ; 

2o 3-[2'-{(2" ,5 "^imethylbenzene)-N'-methylsulfonamido}-phenyl]-N-P 

(N" , N"-dimethylpiperidin-4-yl)ethyl]propionamide (106) ; 

3-[2'-{(2%5"-dichlorobeiizene)-N^^ 
(N" ^''^imethylpiperidin^-y^ethyUpropionamide (107) ; 



3-[2'-{(2\6"-dichlorobenzen^ 
(N" ,N''-dimethylpiperidin^-yl)ethyl]propionamide (108); 



3-[2'-{(2"-methoxy-5"-chlorobe^ 
30 [2-(N" ,N"^imetbylpiperidin^-yl)ethyl]propionamide (109) ; 

3 -[2'-{(2 " -methy 1-5 " -fluorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
(N" ,N''^imethylpiperidin-4-yl)ethyl]propionamide (110); 

35 3-[2'-{(2"-cMoro-6"-methyfo^ 

(N" ,N''^imethylpiperidin-4-yl)ethyl]propionaniide (111) ; 

3-[2'-{(3"-fluoro-4"-metliyfo^ 
(N" , N''-dimethy lpiperidin-4-y l)ethy l]pr opionamide (112); 



3-[24(naphthal-2-yl)-N'-me^^ 
dimethylpiperidin-4-yl)ethyl]propionamide (113); 
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3-[2'-{(3 " ,4 "-difluorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
(N'',N''-<iimethylpiperidiii-4-yl)ethyl]propionamide (114); 

tw w« 3 ~} 2 '~ { f"^ m ^ n - fluorobe ^^ 

(N ,N -dimethylpipendin-4-yl)ethyl]propionamide (115); 

3-[2'-{(3 " ,4 n -dimethoxybenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
(N'',N"-dimethylpiperidin-4-yl)ethyl]propionamide(116); 

™„ XT „ 3 ;P'^ (2 "^ moro ^"^y M0be ^ne)-N'-methylsuIfonamido}-phenyl] 
(N ^"-dmethylpiperidin^-yOethyllpropionamide (117); 

xt ro 3 ~ [2 ';^ 2 "' 4 "^ ichjOT ^ 

N-[2-(N ',N"-dimethylpiperidin-4-yl)ethyl]propionamide (118); 

N-methyl-N-[2-{N^(4-methylpyrid-2-yl)}piperidin-4-yl]e^^ 

x T r„ , x 3 /t 2 '-{(4-chloro-2 " ,5 n -diinethylbenzene)-N'-methylsulfonamido}-plienyll- 
N-[2-(N \N''Kiimethylpiperidiii-4-yl)ethyl]propionamide (120); 

3-[2'-{(naphthalyl)-N'-methylsulfonamido}-phenyl]-N-[2-(N" N"- 
dimethylpiperidin-4-yl)ethyl]propionamide (121); 

3-[2'-{(4-chlorobenzo[c][l ,2,5]oxadiazol-7-yl)-N'-methylsulfonamido)- 
phenyl]-N-[2-(N^N''Kiimethylpipe^idin-4-yl)ethyl]p^opionamide(122); 

3-[2'-{(2 n -phenoxyben2ene)-N'-methylsulfonamido}-phenyll-N-r2-(N'' N"- 
dimethylpiperidin-4-yl)ethyl]propionamide(123); 

3 ~[ 2 '~ft 2 "' 3 " ' 4 "' frifluorobeMene )- N '-methylsulfonamido}-phenyl]-N-[2- 
(N",N"-dimethylpiperidin-4-yl)ethyl]propionamide (124); 

3-[2'-{(2 M -cMoro-4"-trifluoromethylbeiizene)-N'-methylsuIfonainido}- 
phenyl]-N-[2-(N^N''^i m ethylpiperidin-4-yl)ethyl]p^opionamide(125); 

™, XT „ 3 " [2 '^ (2, '" meA y M "- fluorobemene )-N'-me%lsulfonamido}-phen^ 
(N ,N -dimethylpiperidin-4-yl)ethyl]propionamide (126); 

™„ xt,, 3 !? 2 '"^ 3 " ' 5 "^^^P^-^-N'-methylsulfonamidol-phenyy-N-P- 
(N ,N -dimethylpiperidin-4-yl)ethyl]propionamide (127); 

3-[2'-{(2 ■ ,3 " ,4 "-trichlorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
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(N" ,N"-dimethy lpiperidin-4-yl)ethyl]propionamide (128) ; 

3-[2'-{(3 " ,5 n -dichlorobenzene)-N'-methylsulfonamido}-phenyl]-N-[2- 
(N",N"-dimethylpiperidin-4-yl)ethyl]propionamide (129); 

5 3-[2'-{(4 n -chloro-2" ,5 n -dimethylbenzene)-N'-ethylsulfonamido}phenyl]-N- 

methyl-N-[2-[N n -(pyrimidin^yl)piperidin-4-yl]ethyl]propionamide (130); 

3-[2'-{(4"-chloro-2" ,5 n -dimethylbenzene)-N'-ethylsulfonamido}phenyl]-N 
10 methyl-N42-[N"K5-methylpyriinidin^-yl)piperidin^yl]ethyl]propionamide 

(131); 

3 _[2'-{(4"K:Woro-2\5 ,, ^imethylbenzene)-N'-methylsulfonamido}phenyl]- 
N-methyl-N-[2-[4-(piperidinylmethyl)phenyl]ethyl]propionamide (132); 



15 



3-[2'-{(4 n -chloro-2" ,5 "-dimethylbenzene)-N'-metliylsulfonamido}pbenyl] 
N-methyl-N-{2-[3H-pyrrolo[3 ,2-b]pyrid-2-yl]ethyl}propionamide (133) ; and 

3-[2'-{(2^6 , '^ichlo^obenzene)-N'-ethylsulfonamido}-phenyl]-N-[2-(N''- 
20 methylpiperidin-4-yl)ethyl]propionamide (134); 

and pharmaceutically acceptable salts thereof. 

25 17. The compound according to Claim 1 which compound is 

represented by formula Ma: 



30 




and pharmaceutically acceptable salts thereof. 

18. A compound according to Claim 15 which is selected from the 
group consisting of: 



35 
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m 



W [1 (R)-1-(N -PyrrobdmylcarbonyJ)-2-(4-pyridyJ)eth-l-y]jaciylamide (22); 

JN-[2-(N -methylpipendin-4-yl)eth-l-yljacryJamide (23); 

iN U-(R)-1-(N -pipendinylcarbonyl]eth-l-yl]acryIamide (24); 

N-[l-(S)-l-(N''-piperidmylc^bonyljeth-l-yl] a crylamide (25); 
N-f2-{N -(4-methylp y nd-2-yl^^ 



(27); ' Py "° hdmylCMb ^^ 

N-[2-{N -{(2-pyridyl) P iperidi n -4-yl}eth-l-yl]ac I y]amide (30); 

N-[2-(N -ethyl pi peridin-4-yl)eth-l-yl]acrylamide (31); y 
N-[lKS)-l-methyl-2-(N''-pi P eridinyl)eth-l-yl]aciylamide (32); 
N-[2-{N -(pyrid^-yl}piperidin-4-yl)eth-l-yI]acrylamide (33); * * 

N -Cl-(m-methyi-2-(N''-p^ (34); * 

[2 {N • (2 - meA y 1 Py rid ^-y 1 }piperidin-4-yl)eth-l-yl]a^ (35); 
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15 



3_[2' - {(4 " -chloro-2 " , 5 " -dimethylbenzene)-N'-methy lsulfonamido} -phenyl]- 
N-[l-(S)-l-methyl-2-(4-methylpiperazin-l-yl)eth-l-yl]acryl-amide (36); 

3-[2^(4 ,, K;Moro^5 ,, -<Iimemylbenzene)^ 
5 N41-(R)-l-methyl-2K4-methylpiperazin-l-yl)eth-l-yl]acryl-amide (37); 

3_[2'-{(4 ,, ^mo^o-2^5' , ^imethylbenzene)-N'-methylsldfonamido}-phenyl]- 
N-methyl-N-2-(N"-methylpiperidin-4-yl)eth-l-yl]acrylamide(38); 

10 3.[2'-{(2^3 , '^icWo^obenzeae)-N'-methylsulfonamido}phenyl]-N-methyl- 
N-2-[(N"-methylpiperidin-4-yl)eth-l-yl]acrylamide (39) ; 

3 - [2' - { (2 '\ 5 " nimethy W " ^Morobenzene)^ 
N-[(a-(R,S)-methoxycarbonyl)benzyl]acrylamide (40); 

3-[2'-{(2 , \3"^icblorobenzene)-N'-methylsulfonamido}phenyl]-N-N-[(a- 
(R,S)-methoxycarbonyl)benzyl]acrylamide (41); and 

3-[2'-{(4' , K^Woro-2^5 ,, ^imetllylbenzene)-N'-methylsulfonamido}-phenyl]- 
20 N-[2-(N"-ethylpiperidin-4-yl)eth-l-yl]acrylamide (42). 

3-[2'-{(2%6 n ^ichlorobenzene)-N'^tt»ylsulfonamido}-phenyl]-N-[2-(N"- 
methylpiperidin-4-yl)ethyl]acrylamide (135) ; 

25 3.[2'-{(2^6"^ichlorobenzene)-N'^thylsulfonamido}-phenyl]-N-[4-(N"-(pyrid-4- 
yl)piperazinyl)phenyl]acrylamide (136) ; 

3_[2'-{(2\6"^ichlorobenzene)-N'^thy^^ 
yl}piperidin-4-yl)eth-l-yl]acrylamide (137); and 

3-trifluoromethyl-3-[24(4 M ^Moro^ 
phenyl]-N-[2-{N"-(pyrid-4-yl}piperidin-4-yl)eth-l-yl]acrylamide(138). 



30 



35 



and phannaceutically acceptable salts thereof. 

19. The compound according to Claim 1 which compound is 
represented by formula IV: 
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N 




IV 



and phannaceutically acceptable salts thereof. 

20. A compound according to Claim 15 which is selected from the 
group consisting of: 

N-[1-(R)-1-(N -pyrrohdmylcarbonyl)-2-(4-pyridyl)em-l-yl]propargyl^ (43); 

N-[2-(N -methylpipendm-4-yl)eth-l-yl]propargylarnide (44); 

N-[1-(R)-1-(N -pipendmylcarbonyl]eth-l-yl]propargylamide (45); 

JN-L1-(S)-1-(N -pipendmylcarbonyl]eth-l-yl]propargylamide (46); 

N-[2-{N -(4-mem y lpynd-2-yl)}piperidm^-yl]em-l-yl]propargy^^ (47); 

N-[1-(R)-(N -pyrrohdmylcarbonyl)-2-(4-pyridylphen-4-yl)eth-l-vll 
propargylamide (48); ' J 



N-[(2-N -pipendmyl)eth-l-yl]propargylamide (49); 

xj r/-j • j '^/^>!" C ^ 0r0 ~ 2 " ' ^™ e ^y^ eMene )"N'-memylsulfonamido}-phenyIl- 
N-[(2-pynd-4-yl)eth-l-yl]propargylamide (50); P y J 
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3-[2'-{(4 , •^Mo^o-2^5"^imethylbenzene)-N'-methylsulfonamicio}-phenyl]- 
N-[2-{N"-{(2-pyridyl)piperidin-4-yl}eth-l-yl]propargylamide (51) ; 

3-[2'-{(4• , ^hloro-2^5''^ethylbenzene)-N'-methylsulfonamido}-phenyl]- 
5 N-[2-(N"-ethylpiperidin^-yl)eth-l-yl]propargylamide (52); 

3 .[ 2 '-{(4«-cmoro-2\5"Kiimethylbenzene)-N'-metiiylsulfonamido}-phenyl]- 
N-[lKS)-l-methyl-2-(N"-piperidinyl)eth-l-yl]propargylamide(53); 

10 3 . [ 2'-{(4 ,, ^moro-2\5"-dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N-[2-{N"-(pyrid-4-yl}piperidin-4-yl)eth-l-yl]propargylamide(54); 

3-[2'-{(4"^moro-2\5"^imethylbenzene)-N'-methylsulfonamido}-phenyl]- 
N41-(R)-l-methyl-2-(N'*-piperi<iinyl)eth-l-yl]propargylamide(55); 

1 5 3 -[2'-{(4"-chloro-2" ,5 "-dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 

N^2-{N''-(2-methylpyrid^-yl}piperidin^yl)eth-l-ylipropargylamide(56); 

3-[2'-{(4"-chloro-2 n ,5 "-dimethylbenzene)-N'-methylsulfonamido}-phenyl]- 
20 N-[l-(S)-l-methyl-2-(4-methylpiperazin-l-yl)eth-l-yl] propargylamide (57); 

342'-{(4"-chloro-2\5"^imethylb^^ 
N-[l-(R)-l-methyl-2-(4-methylpiperazin-l-yl)eth-l-yl]propargylannde(58); 

3-[2'-{(4"^Woro-2\5 ,, ^imethylbenzene)-N'-methylsulfonamido}-pbenyl)^ 
N-methyl-N-2-(N''-methylpiperidin-4-yl)eth-l-yl]propargylaniide(59); 

3-[2' -{(2" ,3 " -dicMorobenzene)-N'-methylsulfonainido>plienyl]-N-methyl- 
N-2-[(N"-methylpiperidin-4-yl)eth-l-yl]propargylamide(60); 

■ 

3-[2^^5"-diinethyM"K*]^^ 
N-[(a-(R,S)-meth'oxycarbonyl)benzyl]propargylamide(61); 

3-[2'-{(2\3"^ichlorobenzene)-N'-methylsulfonamido}phenyl]-N-N-[(a- 
35 (R,S)-methoxycarbonyl)benzyl]propargylamide (62); and 

3_ [2 ^(4^cMoro^5 n ^imetnylbenzeM 
N-[2-(N"-ethylpiperidin-4-yl)eth- l-yl]propargylamide (63) 

40 and phannaceutically acceptable salts thereof. 



25 



30 
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21 . The compound according to Claim 1 which compound is 
represented by formula Va: 



N 




and pharmaceutically acceptable salts thereof. 

22. A compound according to Claim 15 which is selected from the 
group consisting of: 

m u ^l 2 '' {(2 ^ 5 "^™ e& y M "- cWorobemen e)-N'-memylsulfonaimdo} 
w-L(a-(R J S)-methoxycarbonyl)benzyl]butyramide (64); and 

3-[2'-{(2" ,3 "-dichlorobenzene)-N'-methylsulfonamido}phenyll-N-N-r(a- 
(R,S)-methoxycarbonyl)benzyl]butyramide (65); 

«. . KTl?'lir ,5 "' to * yMn ^ Worob ^ ne )- N '-^*y 1 ^nam 
methyl-N-[2-(N''-m e thylpiperidui-4-yl)ethyl]butyraniide (139) 

and pharmaceutically acceptable slats thereof. 



23 . A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and a therapeutically effective amount of a compound according 
to any of Claims 1 through 22. 

24. A method for treating or palliating adverse symptoms mediated at 
least in part by the presence or secretion of bradykinin in a mammal which 
comprises administering to said mammal a therapeutically effective amount of a 
compound according to any of Claims 1 through 22. 
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25. A method for treating or palliating adverse symptoms mediated at 
least in part by the presence or secretion of bradykinin in a mammal which 
comprises administering to said mammal a therapeutically effective amount of a 

5 pharmaceutical composition according to Claim 23. 

26. A method for treating or ameliorating pain, hyperalgesia, 
hyperthermia and/or edema in mammals mediated at least in part by the release of 
bradykinin in such mammals which comprises a therapeutically effective of a 

10 compound according to any of Claims 1 through 22. 

27. A method for treating or ameliorating pain, hyperalgesia, 
hyperthermia and/or edema in mammals mediated at least in part by the release of 
bradykinin in such mammals which comprises a therapeutically effective of a 

1 5 pharmaceutical composition according to Claim 23 . 

28. The method according to Claim 27 wherein said treating or 
ameliorating adverse symptoms mediated at least in part by the release of 
bradykinin arises from burns, perioperative pain, migraine, shock, central nervous 

20 system injury, asthma, rhinitis, premature labor, inflammatory arthritis, 
inflammatory bowel disease or neuropathic pain. 



1. 
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